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Guiding| Principles fior Conducting
Clinical Trials

Pretection of Runian; subjects
Conduct stuaies; acecording te; GCR

Generation: ol robust data




Eramework for Conaucting Clinical
Studies

USI Gevermment regulatory authorities

s US EDA (Code of Federall Regulatiens)
Investigational New: Drug Application: (1IND)
Biolegics License Application (BIEA)

New: Drug Application; (NDA)

Intermational Confierence on Harmenisatien (1CH)

NI Trerms; ofi Award (TOA) for grants and coeperative
agreements

EUrepean Regulatery, Authenties (INational Competent
Authoerity, EMEA, Medicines and Healthl Preducts
Regulatory: AGency)

In-Country regulatery authorities




DMID: Perspective on Conduct of
Studies under US IND

Statutery requirement for use: of
Investigational products in; therUS

IHUman sujects sk level

Villnerable population

Impact of stuay: on puklic health pPolicy,
Product develepment fieasinility




What Is an IND?

EDA auithorzation te cenduct clinical
[esearch Using an unlicensed: product: or

eff-laleell use: ofi licensed pPreducts

Allews; transport ef unlicensed drtigs o)
clinicall study,




\When Doees FDA Exempt a Drug
firom IND?

[ff the: preduct s lawiully: marketed i the USiand

The study meets: all ofi the fellowing:
x Not intended to e reported to the EDA as a well-

contrelled study in stpport of a lakelingl change
s Not intended to suppert change: i advertising

a Reute off administration;, dese: or patient pepulation
does not result in increasedl rsks

a Study Is conducted! inrcompliance Withl reguirements
for IRB and informed consent




Considerations for DMID-Supported
Clinicall Research

Review: and approval of protecolf vy DVIID

m Sclentific review: (Program)

s Regulatery and preduct review: (ORA)

s Protecol, consent fierm, safety monitering plan; review: (OCRA)

Drafiting off Clinical Jlerms; ofif Award te) ensure adeguate
conduct anai salety oversight

m Safiety moeniterng plan

s Conduct of study under IND

s GCP' compliance

s Quality assurance audit

Human subjects protections assurance (FWA)

Development ofi Clinical Tralsi Agreement fior studies in
DMID-contract networks




Ovenrview: ofi DMID! Process for
IND Studies Where DMID Is the
INDFSPONSON




= Minimum DMID
Review/assembly

Pre-IND Phase

ORA 30 day
IND Review &
Tox Study Assembly

| | | I [ | |
| i | 77— | i
Discussion/ Discussion/  Submission/ Suliig A Pre-IND Unaudited ~ IND
Draft full of Sub-

Draft full Review of
Clinical protocol ~ ToXicity Materials for

MTG Tox report "o
Pre-IND Respond oy Mission

protocol Pre-IND Briefing Doc to FDA (*21 CFR

briefing doc at and Pre-IND 312.23)
DMID Meeting Request Comments
to FDA




30 day
review period

Post-IND

DSMB
Periodic

. IND Annual
Reporting

Report

IND Respond to
Submission FDA Comments

Protocol training
at site/monitors

Receive
IRB/EC
approval

Drug Study
shipment  Start

Monitoring
Visits




Reguired Elements for Review

Stummary: Chemistry/Vianufacturing/Contrels
(CMC) infermation! Ifi net ULS. licensead product

Clinical protecel and Investigaters Brochure
Previous human; experence (salety/efficacy) at

reute; dose, regimen, and populatien: fer individual
and/or combinauen therapies

Noen-clinical data ter support safety of drug) at
reute, dose, regimen, and populatien: fer indiviaual
and cembination therapies

Non-clinical data te) support preol of cencept
activity/efficacy




Contents ofi IND (21 CER 312.23)

Intreductory statement and general investigational plan
Rationale fior study
Indications terbe' studied
Generall appreach ter e used in evaluating drug
Studies planned-for the year andi# subjects to receive diug

Any. risks: of particular severity: or seriousness; anticipated based oni preclinicall or
clinical finding with this drug|er related drugs

Previeus humani experience

Investigater's Brochure
- Description ol drug
— Summary’ of PK andi texicity’ data i animals and humans
- Summary. of infermatien: related to safety and effectiveness In humans
Description of pessible risks
Pretecol for Clinicall Use
Chemistry, Manufacturing and Controll Infermatien (CMC)
- Descriptioni ol drug sulbstance and drug preduct

Curriculum vitae for Investigaters

1572 identifying sites/subinvestigators

Documentation of study druig acceuntability: and handling
Case Report Forms (CRES)

Lalbels




Challenges for Clinical Research

Cenducting studies; In endemic areas
Role off EDA I studies withi ne US commercial interest
Determination; eff relevant endpeints

Evaluatien inf complex background: eii therapies and concomitant
dISEases

HIgh degree ofi sensitivity’ to: changing public health pelicies

Source: off products to be studied
s Use off Gepd Manulacturng Practices (GVP)

Impoert/export of unlicensed products

Meeting NIH requirements fior diversity’ of gender,
ethnicity: and age




